Message

From: Schlosser, Paul [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=121CF759D94E4FO8AFDEOCEB646E711B-SCHLOSSER, PAUL]
Sent: 11/15/2019 6:43:10 PM

To: Jerry Campbell [ICampbell@ramboll.com]; Harvey Clewell [HClewell@ramboll.com]; Robinan Gentry
[rgentry@ramboll.com]
CC: Walsh, Patrick [patrick-walsh@denka-pe.com]; Thayer, Kris [fo=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=3ce4ae3f107749¢6815f243260df98¢c3-Thayer, Kri]; Cascio, Wayne
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=albd931ca2f84ealac2f4c44538f3589-Cascio, Wayne]; Jones, Samantha
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(FYDIBOHF23SPDLT)/cn=Recipients/cn=eac77fe3b20c4667b8c534¢90c15a830-lones, Samanthal; Lavoie, Emma
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=86ac7844f12646¢095e4e9093a941623-Lavoie, Emmal; Bahadori, Tina
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7da7967dcafb4c5bbc39c666fee3lec3-Bahadori, Tinal; Kirby, Kevin
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=cbb65672f6f34545be460a66ff6fa969-Kirby, Kevin]; Vandenberg, John
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=dcae2b98a04540fb8d099f9d4dead690-Vandenberg, John]; Morozov, Viktor
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=03cc9abb639c453fabc2bbb3e4617228-Morozov, Viktor]; Davis, Allen
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=aB8ecee8c29¢54092h969e95472a72596-Davis, Allen]; White, Paul
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=4e179825823c44ebbb072a9704ele5d16-White, Paul]; Hawkins, Belinda
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=075561d171e845828ec67a945663a8e6-Hawkins, Belindal]

Subject: Chloroprene PBPK: model code & output table

Jorry, all,

Typs: A nunor thing s that the lowest mouse concentration in the fable onp 21 should be 12.¥ poin (what 1 used o the code,
bioassay concontrationy, not 12.3 pom,

Sealing of “KF” valuey 1 had roviowed the chlonprene moded Bl back o the summmer, and thore’s sometiing 1 didn't earch then,
wiich | think will have miner mimerical nrpact, but 18 s techseal ssue. The peoudo-first-order mie forms for metabolisim in the lung
aned dney KFLUC and KFRIO) are presmmed o represent Vimax/Km in e case where the data were not sufficient 1o idontily
soparate values for the two pammmeters, We assume #s sfill OYP-mediated mtabolism, though a Km conld sot be idontified. T that
case they should be sealod ag BWAQTS, not BWAL

By the spreadsheet, Sopp Mat I3 for example the units shown to cells ACZERTFRIC for female mouse), U232 and VST KFLUC for
female and male rae) indicate this was intally infended, though KFLUT for humans is fust shown as (L/Avkg BW) there,

The calenlations in Sopp Mat I 2l normalize o BW2 T and the uits shown to Table 5-4 in Supp Mat A maich that, and the
calcalation of the scaled values in the code nultiplies by BWS, 5o those pleces are self~consistont. But to the extent that antimal
BWs in bioassays differ from the standard valnes nsed fo estinate the exirapolation factor, the scaling in the model and calondation of

scaled values tn the sproadsheet should be by BWARUTS, since #'s a metabolic mte.

! also note that the value of KFLUC for the male rat lung in Supp Mat A, Table 5.4, 8 700847 {value for fomale mis), but the value i
the spreadsheet s 0092

Oilor typo: Onp. 18 of the report. we have the following toxt

Using the human value of A1 {0.00143), together with the estimated values of Vmax and Km in the human liver from the MCMC analysis (0.053
umol/hr/mg protein and 0.38 umol/L), results in a metabolic clearance in the lung of 0.20 L/hr/g microsomal protein. ....

The mean Hver Vimax is 0.052, not 033,

~Pand
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